and lung cancer (52,520) rank highest in terms of incidence case numbers of malignancies in Germany [1] . Accordingly, these entities have been in the focus of funding agencies, the pharmaceutical industries, and preventive programs. Germany has witnessed a major demographic shift over the last decades. Changes in the population structure influence the projections of cancer cases in the future. For the United States, Smith and coworkers projected a significant increase in cancer incidences SHORT REPORT 
Introduction
for the years 2020 and 2030. This projection was based on the fact that there are sociodemographic changes ongoing in the United States, such as a dramatic increase in the number of elderly citizens and minorities [2] . Recently, Rahib and colleagues took a similar approach and expanded the projections made by Smith et al. Rahib et al. included not only demographic changes, but also changes in agestandardized incidence rates by cancer type [3] . Based on these variables, different projections of future cancer incidence and deaths were made. Rahib et al. projected an unexpected and alarming rise of thyroid, liver, and pancreatic cancer, the latter becoming the second most frequent cause of cancer-related deaths around 2021. International publications of similar projections for Germany are rare [4] [5] [6] [7] [8] ; therefore, such projections could add substantial weight to future global health initiatives. Accordingly, we set out to adapt and improve the projection model established by Rahib and colleagues to calculate the future cancer burden in Germany.
Materials and Methods

Data preparation
For this study, cancer registry data from the Robert Koch Institute [9] and demographic projections from the Federal Statistical Office of Germany (published 28 April 2015) were used [10] . Within the Robert Koch Institute, the German Centre for Cancer Registry Data are responsible for pooling and quality assurance of the data from population-based cancer registries in each of the German federal states. These data were retrieved by database query (http://www.krebsdaten.de).
Age-standardized incidence rates and age-specific incidence rates, as well as the case numbers for the 15 most common cancer sites (ICD 10 classification) were provided for the years 1999-2011. Age-standardized mortality rates and age-specific mortality rates, as well as the death numbers for the 15 most common malignancies were provided for the years 1998-2012. Rates were standardized using the old European Standard Population. Age-specific rates for each site were grouped by sex and 5-year age group (from 0 to 84 or 85+ years). Both age-standardized and age-specific rates were computed per 100,000 individuals. The standard errors of the age-standardized rates, which are required for the trend analysis (joinpoint regression) described below, were calculated from the corresponding age-specific rates and age-specific population sizes by means of a SAS program (SAS version 9.4, Cary, NC).
Population projections for 2020 and 2030 were provided by the Federal Statistical Office of Germany, which is responsible for collection, processing, and analysis of statistical information concerning economy, society, and environment. Eight different population projections were provided. Here, the G1-L1-W1 projection was used, assuming a birth rate of 1.4 children per woman, life expectancy at birth in 2060 of 84.8 years for men and 88.8 years for women, as well as a long-term net migration of 100,000 individuals per year.
Trend analysis
To analyze changes in cancer incidence and mortality, agestandardized cancer incidence rates from 1999 to 2011 and age-standardized cancer mortality rates from 1998 to 2012 were modeled into joinpoint regression, which is applied to detect points of changing trends (joinpoints) and determine the linear trends between these points. For the calculations, we used a freely available software tool from the National Cancer Institute [11, 12] . The joinpoint software selected the best-fitting trend pattern, that is, the number of time points within the range of years at which the linear trend changes, for each cancer site. The average annual percent change (AAPC) was calculated by summarizing the trend over the time period as weighted average of the annual percent changes (APCs). The AAPC calculations were done for the entire age range, that is, not specific for age groups. This approach was taken because the numbers of cancer-site-specific incident cases (or deaths) are rather small (less than 100 or even less than 10 cases) for many age-specific groups of a 5-year age range. Therefore, performing the estimation for such rather small age-specific groups would lead to a considerable variance and instability in the age-group-specific AAPC(j) estimates, which is likely to outweigh the apparent advantage of an age-specific AAPC modeling.
Projected cancer incidence
Cancer incidences were projected based on the methods applied by Rahib and colleagues [3] . Based on the assumption that the pattern of changes in cancer incidence and death rate remain consistent into the future, these projections combine past AAPCs with present age-specific numbers of incident cases or deaths and projected demographic developments. In contrast to Rahib et al., AAPCs in incidence rates that were not significantly different from zero were still used in the projections in order to avoid any bias. The following formulas were used to project incidences for 2020 and 2030. AAPC i was calculated by the joinpoint software [12] for each cancer site by sex. The variable n equals the adjustment in years, which is 9 for 2020 and 19 for 2030, respectively. I d is the incidence based on the projected demographics [10] for 2020 and 2030, which equals the sum of the age-specific incidence rate of year 2011 for each age group j multiplied by the corresponding agespecific population of 2020 and 2030.
Projected cancer-related deaths
To project cancer-related deaths, the same algorithm as for incidence projections was applied, with the difference that the mortality data were collected for the period from 1998 to 2012. This approach differs from the methods applied by Rahib and colleagues [3] . More specifically, age-specific mortality rates of year 2012 were used to calculate D d . The adjustment n was changed accordingly to 8 and 18 years for 2020 and 2030, respectively. The following formulas were used to project the number of cancerrelated deaths by 2020 and 2030.
Results and Discussion
Cancer incidence Table 1 and Figure 1 depict the projected incidences in 2020 and 2030, based on changing demographics and the
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Mortality rate 2012,j ⋅ Population 2020 or 2030,j A. S. Quante et al. Future Cancer Burden in Germany change in AAPCs for the 14 most common cancer sites in women, men, and combined for both sexes. In both sexes combined ( Fig. 1 A and B) , the incidence of most cancers is projected to increase until 2030. Based on our projections, prostate cancer will surpass breast cancer, becoming the most frequent malignancy by 2030. Furthermore, lung cancer will surpass colorectal cancer, thus ranking third most common cancer by 2030. Thyroid cancer will increase notably, exceeding liver and ovary cancer to become the 10th most frequent entity in 2030.
In women (Fig. 1C) , breast cancer is projected to remain the most common malignancy with constant increase in case numbers over the next two decades. Furthermore, lung cancer will surpass colorectal cancer to rank second most frequent malignancy in 2030.
Among men (Fig. 1D) , prostate cancer will remain the most common cancer and will continuously increase in incidence over the next two decades. While cases of colorectal and lung cancer will remain fairly stable, pancreatic cancer will surpass kidney and stomach cancer to become the fifth most common cancer by 2030 (Table 1) .
Cancer-related deaths
Projections for cancer-related deaths caused by the 14 most frequent malignancies in women and men for the years 2020 and 2030 can be found in Table 2 and Figure 2 . Overall ( Fig. 2A and B) , lung cancer will remain the major cause of cancer-related mortality and the number of deaths will steadily increase until 2030. By 2030, pancreatic cancer will surpass colorectal and breast cancer to rank second most common cause of cancer-related deaths. Our calculations project a sharp increase in deaths due to liver cancer (sixth), surpassing stomach cancer, which will constantly In women (Fig. 2C) , lung cancer will surpass breast cancer (second) to become the most frequent cause of female cancer deaths. Pancreatic cancer will exceed colorectal cancer (fourth) to rank third most common cause of cancer-related deaths in female patients.
In men (Fig. 2D) , numbers of cancer-related deaths are fairly stable with the exception of pancreatic cancer, liver cancer, and melanoma (Table 2) . Lung cancer will remain the most frequent cause of cancer-related deaths in men, albeit with a projected decrease toward 2030. Deaths due to pancreatic cancer are constantly rising, approaching the numbers of colorectal cancer (third).
In this study, we used a combination of demographic projections, present numbers of incident cases or deaths, and weighted annual percent changes to project cancer incidence and deaths in Germany in the future. Such projections are based on several assumptions and thus prone to systematical errors. First, demographic projections are based on current developments and past trends. Hence, in addition to the projection G1-L1-W1, as a sensitivity analysis we have also modeled cancer incidences and death rates based on the G2-L2-W2 assumption (birth rate 1.6 children per woman, life expectancy at birth in 2060 of 86.7 years for men and 90.4 years for women, long-term net migration 200,000 individuals per year), which leads to the same conclusions that were obtained using G1-L1-W1 (data not shown). Accordingly, we assume that moderate variations in demographic assumptions, such as the recent changes in immigration, are not strong enough to substantially alter the projected disease patterns.
Second, we, as others, assumed that AAPCs in incidence and death rates will remain constant until 2030. While this seems far-fetched at first sight, we based our AAPC calculations on an expanded time period of 12 years for incidence and 14 years for mortality. Therefore, we are confident that future trends are in line with the development in the past, at least approximately. Nevertheless, while upcoming interventions such as improved cancer prevention and novel screening modalities can have a major influence on future incidence and mortality, they cannot be modeled realistically with current knowledge.
Projected trends in different entities
There are several interpretations and explanations for the projections presented here. Prostate cancer is a disease of the elderly, and thus one of the underlying reasons for the increase in incidence is the aging German population. However, there are two forms-indolent and aggressive prostate cancer. Population screening behaviors can appreciably affect incidence rates in discovering more indolent than aggressive disease, but have relatively less effect on mortality, which is largely due to aggressive disease. Thus, in spite of a high prevalence, mortality due to prostate cancer will remain fairly stable [13] . Breast cancer has been on the rise over the past decades. Based on our projections this trend will continue. Accordingly, breast cancer will remain the most common cancer in women and the second most common cancer averaged over both sexes. Nevertheless, early detection as well as improved management has led to an improvement in the prognosis of patients suffering from breast cancer [1] . Tobacco smoking is the major risk factor for lung cancer. Smoking among women has steadily increased since the 1960s. Accordingly, the projected increase in female lung cancer cases and deaths is the reflection of this trend [14] . The projected stabilization in incidence and decrease in deaths due to colorectal cancer are reflecting both improved screening modalities and treatment options even for patients with advanced disease [15] . Primary cancers of the liver, including hepatocellular carcinoma and intrahepatic cholangiocarcinoma, are a global health burden. Accordingly, the projected increase in these entities is alarming because they are usually detected at an advanced state and curative treatment options are limited [16, 17] . Germany has seen a 50% increase in liver cancers over the past 30 years, which might be attributed not only to known risk factors, such as liver cirrhosis due to chronic hepatitis or alcohol consumption, but also to the emergence of nonalcoholic steatohepatitis (NASH) caused by overweight and obesity [18] . Finally, in accordance with projections by Rahib and colleagues [3] , we expect the same dramatic increase in pancreatic cancer-related deaths in Germany by 2030. Pancreatic ductal adenocarcinoma (PDAC) remains an almost uniformly lethal disease with a 5-year survival rate in the single digits. Although two landmark trials within the last 5 years yielded positive results for patients with metastatic PDAC, the overall prognosis remains dismal [19] . Aging of the population, as well as modifiable risk factors such as smoking and obesity, only partly account for the growing number in pancreatic cancer cases and the consecutive deaths due to the disease [20] . It has been suggested that PDAC has a long latency between initiation and metastatic potential [21] . Thus, early detection of pancreatic cancer might help to offer potentially curative surgery for a larger number of patients. In this light, a recent publication on exosomes as an early and specific marker identifying patients with pancreatic cancer is of great interest [22] . Nevertheless, novel diagnostic and therapeutic modalities as well as scientific efforts are desperately needed to meet the upcoming challenge projected here.
Recently, Rahib and colleagues reported incidence and death rates based on AAPCs for the United States [3] . While we modified and applied their methodical approach, used consistent methods to project deaths similar to incidence case numbers, and also decided to include nonsignificant AAPCs in our projections. In contrast, Rahib and coworkers set these AAPCs to zero. Accordingly, their projections for cancers with nonsignificant AAPCs are just based on demographic changes. Furthermore, and in contrast to the above-mentioned authors, we have used longer time periods (12 years for incidence and 14 years for mortality) to calculate the AAPCs.
Nevertheless, we project the same alarming increase in pancreatic cancer-related deaths for Germany as Rahib et al. previously found for the United States. Furthermore, we project a similar growing number of deaths for liver cancer, although this trend does not reach the magnitude of the projection for the U.S. This is most probably due to some differences between the United States and Germany, weaker rises (1% per year for men and 0.9% per year for women) in terms of AAPCs and a comparatively low baseline value (7670 deaths in 2012). Similarly, our projections show a marked increase in the incident case number of thyroid cancers. However, possibly due to the comparatively low baseline value and differences in the population structure, this increase in thyroid cancer incidence is not as pronounced as in the United States.
In the past, a couple of projections based on demographic changes estimating the future cancer burden in Germany have been published [4] [5] [6] [7] [8] . However, most of these projections were not based on past trend changes in cancer incidence and mortality [5, 7, 8] . Haberland et al. [4] combined past trend changes in cancer mortality with projections on estimated changes in future demographics for the five most common cancers. The investigators predicted lower numbers of cancer-related deaths for 2020, most probably because different methods and older data versions were used. Although the study by Haberland et al. used log-linear models to capture the past trend in cancer incidence and mortality, we decided to perform joinpoint regression, which allows for periods having different trends during the past. These stepwise trends are assumed to be linear on a logarithmic scale rather than modeled as quadratic polynomials as in the approach taken by Haberland et al. [4] . We believe that a stepwise linear fit of past trends, followed by averaging the annual percent change over the different periods, is likely to lead to a more realistic extrapolation of incidence and mortality rates into the future than employing a single log-linear fit over the entire period in one single step that includes quadratic terms, because overfitting is more likely to occur. In concordance with our findings, Haberland et al. also showed the increase in lung cancer deaths in women and decrease in stomach and colon cancer deaths in women and men. Nowossadeck et al. [6] combined past trend changes in cancer incidence and changes in future demographics for two cancer locations up to 2020 using only slightly older datasets than the data underlying this study. Their projected numbers for colon and lung cancer are similar to our results. Going beyond these two cancer locations, we present the first study in Germany with a more comprehensive approach taking 14 different cancer types into consideration.
In summary, we have applied mathematical modeling to project a scenario for the future cancer burden in Germany. While there is a fundamental difference in terms of demographic structure, we see comparable trends to the United States, especially with regard to a considerable rise in pancreatic cancer incidence and mortality. These projections might be helpful to direct scientific and medical efforts to meet the challenges of cancer prevention and treatment in the future.
